. Attentional set-shifting after chronic treatment with Veh or Ris in Dys+/+ and +/-mice. a Total number of trials, b time (in minutes), and c latency to respond (in seconds) needed to reach the criteria during the different stages of the ID/ED task grouped by Dys+/+, +/-Veh, and Dys +/+, +/-Ris (n=6-7 each group). Inset, day to complete the habituation (hab) and the ID/ED task. One Dys+/+ Veh, two Dys+/+ Ris, four Dys+/-Veh and four +/-Ris mice were excluded because they failed to complete the entire procedure of the ID/ED task. Two-way RM ANOVA analysis of mice performance in the ID/ED task after chronic Veh or Ris revealed a significant treatment effect for the trials (F(1,21)=10.05, p<0.005) and time (F(1,21)=4.44, p<0.05) needed to reach the criterion and for the latency to respond (F(1,46)=4.10, p<0.05). Moreover, two-way ANOVA analysis of EDS performance showed a significant genotype × treatment effect for the number trials (F (1,21)=9.05, p<0.05) and for the time (F(1,21)=3.88; p=0.05) needed to finish the stage. Analysis of the latency to respond during the EDS showed a trend towards a significant treatment × genotype effect (two-way ANOVA: F (1,44)=3.09, p=0.08). Risperidone treatment had no effect on the performance of Dys+/+ mice in any stage of the task (p=0.96). , and c latency to respond (in seconds) needed reach the criteria during the different stages of the ID/ED task grouped in Dys+/+ (n=10) and Dys+/-(n=7) mice. Inset, day to complete the habituation (hab) and the ID/ED task. Five Dys+/-mice were excluded because were not able to finish the task, in contrast, only 1 Dys+/+ failed to complete the entire procedure. All the other mice readily learned to poke in the holes for food rewards and were able to perform the multiple sequences of discriminations. Analysis of Dys+/+ performance revealed a significant effect of discrimination (two-way RM ANOVA, trials: F(8,72)=6.74, p<0.0005; time: F(16,72)=6.85, p<0.0005). Analysis of the performance on the EDS showed a significant effect of genotype (one-way ANOVA, trials: F(1,15)=7.69, p<0.05; time: F(1,15)=4.75, p<0.05). Analysis of the latency to respond showed a significant effect of discrimination (F(8,240)=11.40, p<0.0005). In particular, as previously reported 3 mice improved their speed to respond over consecutive stages as demonstrated by a significant decreased in latency to poke at the IDS2 compared with initial discrimination (SD). Moreover, analysis of the latency on the EDS revealed a significant effect of genotype (one-way ANOVA, ) , and, c latency to respond (in seconds) needed to reach the criteria during the different stages of the ID/ED task in Dys+/-mice injected with miR-control or miR-D2 after treatment with chronic Veh or Ris (n=5-7 each group). Inset, number of days to finish the Habituation phase and the ID/ED Task. Three miR-control Ris, two miR-D2 Ris and two miR-D2 Veh mice were excluded because they failed to complete the entire procedure of the ID/ED task. Two-way ANOVA analysis of mice performance in the ID/ED task after chronic Veh or Ris revealed a significant group x stage effect for the trials (F(16,120)=2.21, p<0.05) and time (F(16,120)=2.07, p<0.05) needed to reach the criterion. No significant effect for the latency to respond (F(16,128) 
